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Please replace page 265 (Table XXIIIC) with the attached Substitute Sheet, page 265. 
Please replace page 266 (Table XXIIID) with the attached Substitute Sheets, pages 

266 and 266a. 

Please replace page 267 (Table XXIVA) with the attached Substitute Sheet, page 267. 
Please replace page 268 (Table XXIVB) with the attached Substitute Sheet, page 268. 
Please replace page 269 (Table XXIVC) with the attached Substittite Sheet, page 269. 
Please replace page 270 (Table XXIVD) with the attached Substitute Sheet, page 270. 
Please insert the accompanying paper copy of the Sequence Listing, page numbers 1 
to 914, at the end of the application. 

RP.MARKS 

This amendment contains no new matter. Applicants note that the change in the 
number of pages for Table XXIIID is due to re-formatting. 

This amendment is accompanied by a floppy disk containing the above named 
sequences, SEQ ID NOS:l-6899, in computer readable form, and a paper copy of the sequence 
information which has been printed from the floppy disk. 

The information contained in the computer readable disk was prepared through the 
use of the software program "FastSEQ" and is identical to that of the paper copy. 

If the Examiner believes a telephone conference would expedite prosecution of this 
. application, please telephone the undersigned at 41 5-576-0200. 
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t. Lockyer, Ph.D. 
fo. 44,879 
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/IPPFNDTX A 

VFWSTON WITH MARKINGS T O SHOW CHANGES MADE. 

Amendment to the paragraph replaced at page 54, lines 1 6-25 : 
-In certain embodiments, the T helper peptide is one that is recognized by T helper 
cells present in the majority of the population. This can be accomplished by selecting amino acid 
sequences that bind to many, most, or all of the HLA class II molecules. These are known as 
"loosely HLA-restricted" or "promiscuous" T helper sequences. Examples of peptides that are 
promiscuous include sequences from antigens such as tetanus toxoid at positions 830-843 
(QYIKANSKFIGITE;.SEaiDNQi662i), Plasmodium falciparum circumsporozoite (CS) protein at 
positions 378-398 (DIEKKIAKMEKASSVFNVVNS- SEP TP NO;6696), and Streptococcus 18kD 
protein at positions 1 16 (GAVDSILGGVATYGAA - 8KO ID NQ;6697 ). Other examples include 
peptides bearing a DR 1-4-7 supermotif, or either of the DR3 motifs.- 

Amendment to the replaced paragraph at page 54, line 26 to page 55, line 3: 
-Alternatively, it is possible to prepare synthetic peptides capable of stimulating T 
helper lymphocytes, in a loosely HLA-restricted fashion, using amino acid sequences not found in 
nature {see, e.g., PCT publication WO 95/07707). These synthetic compounds called Pan-DR- 
binding epitopes {e.g., PADRE™, Epimmune, Inc., San Diego. CA) are designed to most preferrably 
bind most HLA-DR (human HLA class II) molecules. For instance, a pan-DR-binding epitope 
peptide having the formula: aKXVAAWTLKAAa (SEQ JO NO;6698) . where "X" is either 
cyclohexylalanine, phenylalanine, or tyrosine, and "a" is either D-alanine or L-alanine, has been 
found to bind to most HLA-DR alleles, and to stimulate the response of T helper lymphocytes from 
most individuals, regardless of their HLA type. An alternative of a pan-DR binding epitope 
comprises all "L" natural amino acids and can be provided in the form of nucleic acids that encode 
the epitope. — 
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Table IV: HLA Class I Standard Peptide Binding Affinity. 



AT LELE 


STANDARD 
PEPTIDE 


SEQUENCE 
(SEQ ID NO:) 


STANDARD 
BINDING AFFINITY 










(nM) 




A*0101 


944.02 


YLEPAIAKY 


25 


A* 0201 


941.01 


FLPSDYFPSV 


5.0 




A*0202 


941.01 


FLPSDYFPSV 


4.3 , 




A*0203 


941.01 


FLPSDYFPSV 


10 , 




A*0205 


941.01 


FLPSDYFPSV 


4.3 ^ 




A*0206 


941.01 


FLPSDYFPSV 


3.7 




A*0207 


941.01 


FLPSDYFPSV 


23 




A*6802 


1072.34 


YVIKVSARV 


8.0 


A*0301 


941.12 


KVFPYALINK 


11 


A*1101 


940.06 


AVDLYHFLK 


6.0 


A*3101 


941.12 


KVFPYALINK 


18 


A*3301 


1083.02 


STLPETYVVRR 


29 




A*6801 


941.12 


KVFPYALINK 


8.0 




A*2402 


979.02 


AYIDNYNKF 


12 


B*0702 


1075.23 


APRTLVYLL 


5.5 


B*3501 


1021.05 


FPFKYAAAF 


7.2 




B51 


1021.05 


FPFKYAAAF 


5.5 




3*5301 


1021.05 


FPFKYAAAF 


9.3 




3*5401 


j 1021.05 


FPFKYAAAF 


10 





SF IU5226V1 
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Table V. HLA Class II Standard Peptide Binding Affinity. 



Allele 


Nomenclature 


Standard 
Peptide 


Sequence 
(SEQ ID NO:) 


Binding 
Affinity 
(nM) 


DRB1*0101 


DRl 


515.01 


PKYVKQNTLKLAT 


5.0 


DRB 1*0301 


DR3 


829.02 


YKTIAFDEEARR 


300 


DRB 1*0401 


DR4w4 


515.01 


PKYVKQNTLKLAT 


45 


DRB 1*0404 


DR4wl4 


717.01 


YARFQSQTTLKQKT 


50 


DRB 1*0405 


DR4wl5 


717.01 


YARFQSQTTLKQKT 


38 


DRB1*0701 


DR7 


553.01 


QYIKANSKFIGITE 


25 


DRB 1*0802 


DR8w2 


553.01 


QYIKANSKFIGITE 


49 


DRB 1*0803 


DR8w3 


553.01 


QYIKANSKFIGITE 


1600 


DRB 1*0901 


DR9 


553.01 


QYIKANSKFIGITE 


75 


DRB1*1101 


DRSwll 


553.01 


QYIKANSKFIGITE 


20 


DRB1*1201 


DR5wl2 


1200.05 


EALIHQLKINPYVLS 


298 


DRB1*1302 


DR6wl9 


650.22 


QYIKANAKFIGITE 


3.5 


DRB1*1501 


DR2w2pi 


507.02 


GRTQDENPVVHFFKNIV 
TPRTPPP 


9.1 


DRB3*0101 


DR52a 


511 


NGQIGNDPNRDIL 


470 


DRB4*0101 


DRw53 


717.01 


YARFQSQTTLKQKT 


58 


DRB5*0101 


DR2w2p2 


553.01 


QYIKANSKFIGITE 


20 



SF 1115225 vl 
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Table XXII. Prostate Antigen Peptides 



Antigen 




Binding affinity 


Sequence 


< 200nM 




PSA 1 17 


LMLLRLSEPA 


PSA 118 

A Oix. lit? 


MLLRLSEPAEL 


PSA 118 


MLLRLSEPA 


PSA 143 

X Oil.. 1 J 


ALGTTCYA 


PSA 161 


FLTPKKLQCV 


PSA 166 


KLQCVDLHV 


PAP.6 


LLLARAASLSL 


PAP 21 


LLFFWLDRSV 


PAP '^0 


VLAKELKFV 


PAP 92 


FLNESYKHEQV 


PAP.112 


TLMSAMTNL 


PAP. 135 


ILLWQPIPV 


PAP.284 


IMYSAHDTTV 


PAP.299 


ALDVYNGLL 


PSM 26 


LVLAGGFFL 


PSM 27 


VLAGGFFLL 


PSM.168 


GMPEGDLVYV 


PSM 288 


GLPSIPVHPI 


PSM.441 


LLQERGVAYI 


PSM.469 


LMYSLVHNL 


PSM.662 


RMMNDQLMFL 


PSM.663 


MMNDQLMFL 


PSM.667 


QLMFLERAFI 


PSM.711 


ALFDIESKV 


HuK2.165 


FLRPRSLQCV 


HuK2.175 


SLHLLSNDMCA 


Binding affinity 




>200nM 


Sequence 


PSM.4 


LLHETDSAV 


PSM.25 


ALVLAGGFFL 


PSM.427 


GLLGSTEWA 


PSM.514 


KLGSGNDFEV 
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Table IV. HLA Class I Standard Peptide Binding Affinity. 



ALLELE 



STANDARD 
PEPTIDE 



SEQUENCE 



STANDARD 
BINDING 
AFFINITY (nM) 



SEQID 
NO: 



A*0101 



944.02 



YLEPAIAKY 



25 



6699 



A*0201 
A*0202 



A*0203 



941.01 



941.01 



941.01 



FLPSDYFPSV 



5.0 



FLPSDYFPSV 



4.3 



FLPSDYFPSV 



10 



6700 



6700 



6700 



A*0205 



941.01 



FLPSDYFPSV 



4.3 



6700 



A*0206 



A*0207 



941.01 



941.01 



FLPSDYFPSV 



3.7 



FLPSDYFPSV 



23 



6700 



6700 



A*6802 



A*0301 



1141.02 



941.12 



FTQAGYPAL 



40 



KVFPYALINK 



11 



6701 



6702 



A*1101 
A*3101 



A*3301 
A*6801 



A*2401. 



B*0702 



B*3501 



B51 



B*5301 
B*5401 



940.06 
941.12 



1083.02 
941.12 



979.02 



1075.23 



1021.05 



1021.05 



1021.05 
1021.05 



AVDLYHFLK 
KVFPYALINK 



6.0 
18" 



STLPETYWRR 
KVFPYALINK 



29 

8!o 



AYIDNYNKF 



12 



APRTLVYLL 



5.5 



FPFKYAAAF 



7.2 



FPFKYAAAF 



5.5 



FPFKYAAAF 
FPFKYAAAF 



9.3 

To" 



6703 
6702 
6704 
6702 



6705 



6706 
6707 



6707 
6707 



no 



Table V. HLA Class II Standard Peptide Binding Affinity. 



Allele 


Nomenclature 


Standard 
Peptide 


Sequence 


Binding 
Affinity 
(nM) 


SEQ 

ID 

NO: 


DRB1*0101 


DRl 


515.01 


PKYVKQNTLKLAT 


5.0 


6708 


DRB 1*0301 


DR3 


829.02 


YKTIAFDEEARR 


300 


6709 


DRB 1*0401 


DR4w4 


515.01 


PKYVKQNTLKLAT 


45 


6708 


DRB 1*0404 


DR4wl4 


717.01 


YARFQSQTTLKQKT 


50 


6710 


DRB 1*0405 


DR4wl5 


717.01 


YARFQSQTTLKQKT 


38 


6710 


DRB 1*0701 


DR7 


553.01 


QYIKANSKFIGITE 


25 


6711 


DRB 1*0802 


DR8w2 


553.01 


QYIKANSKFIGITE 


49 


6711 


DRB 1*0803 


DR8w3 


553.01 


QYIKANSKFIGITE 


1600 


6711 


DRB 1*0901 


DR9 


553.01 


QYIKANSKFIGITE 


75 


6711 


DRB1*1101 


DRSwll 


553.01 


QYIKANSKFIGITE 


20 


6711 


DRB1*1201 


DR5wl2 


1200.05 


EALIHQLKINPYVLS 


298 


6712 


DRB1*1302 


DR6wl9 


650.22 


QYIKANAKFIGITE 


3.5 


6713 


DRB1*1501 


DR2w2|31 


507.02 


GRTQDENPVVHFFKNIV 
TPRTPPP 


9.1 


6714 


DRB3*0101 


DR52a 


511 


NGQIGNDPNRDIL 


470 


6715 


DRB4*0101 


DRw53 


717.01 


YARFQSQTTLKQKT 


58 


6710 


DRB5*0101 


DR2w2p2 


553.01 


QYIKANSKFIGITE 


20 


6711 



SF 1240290 V I 
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Table XXII. Prostate Antigen Peptides 



Antigen 






Binding affinity 


Sequence 


< 200nM 




MO • 


PSA. 117 


LMLLRLSEPA 


oo /U 


PSA. 118 


MLLRLbbrAbL 


Do / 1 


PSA. 118 


MLLRLbbrA 


fSill 
Oo / Z 


PSA. 143 


ALGTTCYA 


Oo / .J 


PSA,161 


FLTPKKLC^CV 


Oo /H- 


PSA. 166 


KLQCVDLHV 


Oo / J 


PAP.6 


T T T A T> A A OT CT 

LLLARAAbLJ:>L 


Oo /O 


PAP.21 


LLFFWLDRSV 


Oo / / 


PAP.30 


VLAKELKFV 


Do /o 


PAP.92 


FLNES YKHb(^ V 


Oo / !7 


PAP. 112 


TIT A jTO a a AT^TT 


OooU 


PAP.135 


ILLWQPlrV 


Ooo i 


PAP.284 


IMYS AHDT 1 V 


OooZ 


PAP.299 




Dooj 


PSM.26 


T TT A /^/^T7T7T 

LVLAGGFFL 


Ooo4 


PSM.27 


T rT A /~*/^T7"CT T 

VLAGCrFFLL 


Ooo J 


PSM.168 


GMPbGDLV Y V 


OooD 


PSM.288 


GLPSlrVlirl 


Ooo / 


PSM.441 


T T /^T^T* /^"\ 7" A "\7'T 

LLQERGVAYi 


Oooo 


PSM.469 


LMYSLVHJNL 


Oooy 


PSM.662 


RMMNDQLMFL 


ooVU 


P&M.ooi 


MMNDOT MFL 

iViiVli>l J-^V^l^iVlA l~i 


6891 


PSM.667 


QLMFLERAFl 


OoV/ 


PSM.711 


ALFDIESKV 


ooyj 


HuK2.165 


1— IX X^X^T^OT ^~\/^\ J 

FLRPRSLQCV 


Doyn 


HuK2.175 


<~1T XXX X fTV TT^A K A 

SLHLLSNDMCA 


ooyj 


Binding affinity 






>200nM 


Sequence 




PSM.4 


LLHETDSAV 


6896 


PSM.25 


ALVLAGGFFL 


6897 


PSM.427 


GLLGSTEWA 


6898 


PSM.514 


KLGSGNDFEV 


6899 
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